Novel Missense Variant in PVRL4 and EDSS1
Mol Syndromol 2018;9:22-24 DOI: 10.1159/000479359 23 growth on the back. She had small widely spaced teeth with conical crowns. The nails were small, thin, and brittle, especially on the toes. She had dry skin with irregular regions of hypopigmentation. In addition, she had a cutaneous syndactyly of toes 3-5 and mild webbing between the second and third fingers ( Fig. 1 ) . She sweated normally. The nipples were slightly hypoplastic.
Method and Results

Genetic Analysis
To unravel the genetic defect of EDSS, targeted sequencing of the PVRL4 gene in the patient was performed. All coding exons of the PVRL4 gene (NM_030316 NP_112178) were amplified by PCR and subsequently analyzed by direct sequencing. The resulting sequences were aligned to database reference sequences and scanned for mutations. A single homozygous C to T substitution in exon 2 was identified in the patient (c.247C>T), resulting in a missense mutation (p.His83Tyr).
This variant was neither found in population databases (ExAC, 1000 Genome, and Exome Variant Server) nor in disease databases (OMIM, ClinVar). The variant is predicted to be pathogenic by in silico predictive algorithm (MutationTaster).
The mutated His83 residue is located in the second immunoglobulin-like V-type 1 domain of nectin-4 and is highly conserved among species (5 species among 6).
Discussion
EDSS1 is a very rare autosomal recessive disorder, with only 5 families reported to date.
EDSS1 is caused by recessive mutations in the PVRL4 gene. This gene contains 9 exons and encodes a 510-amino acid nectin-4 protein, an emerging class of molecules acting in cooperation with cadherins to form cell-cell adhesion, especially at adherens junctions. Brancati et al. [2013] proposed the term "nectinopathies" for disorders caused by mutations in nectins. Besides EDSS1 (nectin-4 ectodermal dysplasia), this would also encompass nectin-1 ectodermal dysplasia (cleft lip/palate ectodermal dysplasia; CLPED1; OMIM 225060) [Brancati et al., 2013] . In the literature, 3 homozygous missense, 1 homozygous nonsense, and 1 compound heterozygous (missense and frameshift) mutations of this gene have been described in 5 families. Clinical and genetic data are summarized in Table 1 [Brancati et al., 2010; Jelani et al., 2011; Fortugno et al., 2014; Raza et al., 2015] .
The missense mutation described here (p.His83Tyr) is novel and affects a highly conserved amino acid in the Vtype1 immunoglobulin-like segment of the PVRL4 protein, the same domain where the other missense mutations have been described before. Our patient shows the characteristic phenotype described in the other families. However, as outlined in Table 1 , there is variability in phenotypic expression. For instance, sweating is highly variable with a different intolerance to heat. In our case, the main distinctive feature is lack of hair loss; however, the girl is still very young, and in some cases, hair loss was described in the third decade of life.
In conclusion, we confirm a novel PVRL4 mutation in the present family leading to the characteristic features of EDSS1.
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